Apparently NOCl and N^Oj were searched since the ofl&ce action indicates claims directed to 
NOCl and NjOj would be allowable except for the double patenting rejection. Thus, the search 
was extended to N2O3. The search was also extended to HjS since this is the subject of the 1 12 
rejection. However, the search apparently was not extended to the rest of the genus. This is 
improper. If the elected species is not found in the prior art, the entire genus must be searched. 
A search of the rest of the genus, is therefore requested. 
We tum now to the rejections. 

Claims 1-5 are rejected for obviousness type double patenting over U.S. Patent No. 
6,314,956. A terminal disclaimer is enclosed. The fee under 37 CFR 1.20(d), that is $55 on a 
small entity basis, is enclosed (Check No. 17604); if any fiuther fee is necessary for the terminal 
disclaimer to be effective, please charge the same to Deposit Account No. 10-1213, 
Reconsideration of the rejection is requested. 

Claims 1-3 and 6-9 are rejected under 35 U.S.C. 1 12, first paragraph on the basis that 
sufficient disclosure on how to use HjS is not provided in the appUcation as filed in view of 
Embase abstract 2000083448, Chemical Abstracts 1 15:56107 and Medline Abstract 92296647. 
Reconsideration is requested in view of the positions below. 

Firstly, consider that a regimen as to how to use for HjS, is clearly stated in the 
appUcation as filed at page 12, Unes 8-12. Thus, the rejection has to be based on the utility for 
Claim 6 not being credible. Presumably, the office action is citing the three abstracts to make a 
prima facie case that no credible utihty has been properly estabUshed for HjS and to cause 
appUcant to bear the burden of rebutting this. 



It is submitted that the three abstracts do not indicate any deficiency in the protocol for 
HjS explicitly recited in the appUcation as filed or discredit the utihty of HjS for treatment of 
asthma or for any other disorder that Claim 1 addresses. 

Medline 92296647 states that changes in pxilmonary fimction caused by HjS exposure 
(apparently in air) suggests that asthmatics are at risk. EMBASE 2000083446 states that some 
asthmatics may demonstrate signs of bronchial constriction as a result of 2 ppm hydrogen sulfide 
(apparently in air) for 30 minutes. These disclosure are submitted to be problematical and thus 
not pertinent. 

Chemical Abstracts 1 15:56107 discloses that a minor proportion of asthmatics experience 
changes indicating bronchial obstruction afl;er being exposed to 2 ppm of hydrogen sulfide for 30 
minutes in a exposure chamber (which would have to otherwise contain air). This regimen differs 
from that of page 12, lines 8-12 and Exan^)le X in that the HjS is administered in a chamber 
containing air and not in nitrogen and thus should not cast doubt on applicant's disclosed regimen. 

In any event, even if the three abstracts indicate that a minor proportion of asthmatics 
experience airway obstruction on treatment with applicant's disclosed regimen (which it is 
submitted, they do not), this does not negate the enablement provided by and operativeness of 
apphcant's disclosed regimen since most drugs effect difficulties in some proportion of subjects to 
which they are administered and yet are recognized as being in:q)ortant for treatment. One skilled 
in the art would know that in those cases where difficulties ensue, the treatment is discontinued. 

Consider what the PDR says about Celebrex®: 

A patient with syn^toms and/or signs suggestmg liver dysfimction, 
or in whom an abnormal liver test has occurred, should be 
monitored carefiiUy for evidence of the development of a more 



severe hepatic reaction while on therapy with CELEBREX. If clinical 
signs and symptoms consistent with hver disease develop, or if 
systemic manifestations occur (e.g., eosinophiUa, rash, etc.), 
Celebrex should be discontinued. 



This scenario is also the case for treatments causing lung obstruction. In this regard, 
consider that acetylcysteine is an FDA approved drug for use as a mucolytic for cystic fibrosis 
patients despite the fact that in some patients, mucolytics may aggravate airway obstruction. In 
those cases, the offending regimen is discontinued and another regimen implemented. See The 
Merck Manual 17* Edition, pages 513 and 514, copy enclosed. 

Obviously, one skilled in the art would discontinue HjS treatment in those some cases 
where there would be a problem. This is submitted not to be groxmds for disparaging the 
invention or negating patentabiUty. 

Examination of the whole of generic Claim 1 and allowance of all claims are requested. 



RespectfiiUy submitted. 



JONES, TULLAR & COOPER, P C. 



By: 




Eric S. Spector 
Reg. No. 22,495 



JONES, TULLAR & COOPER, P C. 
P.O. Box 2266 Eads Station 
Arlington, Virginia 22202 
703-415-1500 



Case Duke File 1661 CIP 



Date: December 27, 2002 



VERSION WITH MARKINGS TO SHOW CHANGES MADE 



IN THE SPECIFICATION 

The paragraph beginning at Une 4 of page 15 has been amended as follows: 
A 25-year-old white male presents to the emergency room with an asthmatic exacerbation. 
The forced expiratory volume in 1 second (FEVl) is 0.8 Uters per minute. Following the standard 
bronchodilator regimen, the FEVl mcreases to 1.5 liters per minute but breathing is still labored. 
GSNO levels in the airway Uning are depleted. The patient is begun on H2S gas at 10 ppm m 
nitrogen and over the following day the FEVl mcreases to 1.8 liters per minute. Ethyl [nitrate] 
nitrite is then started at 10 ppm in nitrogen and the FEVl increases to 2 Uters per minute.- 

DSf THE CLAIMS : 

New Claims 10-12 have been added as follows: 

10. The method of Claim 6 where the H^S is administered at a dosage of 0. 1 to 100 pp m 
m nitrogen. 

11. The method of Claim 10 where the H^S is administered after administration by 
inhalation of nitric oxide. 

12. The method of Claim 1 where the agent does not comprise H ^S. 
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514 / SECTION 6 - PUUWONARY DISORDERS 



rule, their usefulness is restricted to a few 
special instances such as liquefying thick, 
tenacious, mucopurulent secretions (eg, in 
chronic bronchitis and cystic fibrosis). Ace- 
tylcysteine is given as a 10 to 20% solution by 
nebulization or instillation. In some patients, 
mucolytics may aggravate airway obstruc- 
tion by causing bronchospasm. If this oc- 
curs, these patients may inhale a nebulized 
sympathomimetic bronchodilator or take a 
formulation containing acetylcysteine (10%) 
and isoproterenol (0.05%) before taking the 
mucolytic.- 1' 

Proteolytic enzymes (eg, pancreatic aor- 
nase) are useful only when grossly purulent 
sputum is a major problem: They seem to 
offer no. advantage over mucolytics. Local 
irritation of the buccal and pharyngeal mu- 
cosa and allergic reactions commonly follow 
repeated doses. Domase alfa, the new highly 
purified recombinant human deoxyribonu- 
clease I (rhDNase), seems likely to become 
important in the treatment of cystic fibrosis, 
although its place has not been defined. 

Antihistamines have little or no use in 
treating cough. Their drying action on the 
respiratory mucosa may be helpful in the 
early congestive phase of acute coryza but 
may be deleterious, especially to patients 
with a nonproductive cough resulting from 
retained viscous airway secretions. They 
may also be beneficial in chronic cough due 
to postnasal drip associated with allergic 
sinusitis. , 

Bronchodilators (eg, ephedrine and the- 
ophylline) may be useful if cough is compU- 
cated by bronchospasm. Atropine is unde- 
sirable . because it thickens bronchial 
secretions. The anticholinergic drug ipratrc>- 
piiun bromide can often ameliorate an irri- 
tating type of cough and does not adversely 
affect mucus secretions. Inhaled corticoste- 
roids have become a mainstay in the treat- 
ment of cough in asthma. 

Drug combinations: Many prescription 
and OTC cough remedies contain two or 
more drugs, usually in a syrup. They may 
include a centrally acting antitussive, an an- 
tihistamine, an expectorant, and a deconges- 
tant Bronchodilators and antipyretids are 
also often present These combinations are 
aimed at treating the many symptoms of an 
acute URI and should not be used to manage 
cough alone. Some antitussive combinations 
are appropriate for cough (eg, a centrally act- 
ing antitussive, such as dextromethorphan, 



and a peripherally acting demulcent syrup 
for cough originating above the larynx);r 
However, the components of some coinbi% 
nations (eg, expectorants and antihis^--;?' 
mines) have opposing effects on respiratoiy 
tract secretions, and many combinatipris, 
contain suboptimal or ineffective concerifitf}; 
tions of potentially useful ingredients. |^f|f| 
Choice of drug therapy: As a rule, wtienj' 
cough alone is a major problem, using afiijl | 
dose of a single drug aimed at a specific cqntl^ 
ponent of the cough reflex is preferred Fori 
simple suppression of a nonproductive| 
cough, dextromethorphan is pref erred, ^buf| 
codeine is also useful. The more poterit;nag|: 
cotic antitussives should be reserved '|pr.f 
cases in which analgesic and sedative effecj^ 
are required and the cause is likely:tq;b| 
temporary. To increase bronchial secretion 
and liquefy viscous bronchial fluid, adeqiiadgl 
hydration (by drinking water or inhaling? 
steam) is used; a saturated solution of pofc| 
smm iodide or syrup of ipecac given ora^i 
may: be tried if hydration alone is unsucgj 
cessful. To relieve cough^ originating m | 
pharyngeal region, demulcent syrups or loz-^ I 
enges, combined if necessary with dextro., 
methorphan, are used. For bronchoconstiic^ 
tion associated with cough, bronchodilators^ 
possibly combined with expectorants,;:are^ 
advised; inhaled corticosteroids may be.^^^^ 
fective in some cases. '- 5-^ 

DYSPNEA 

An unpleasant sensation of dijSuridWji 
breathing. -""i*^^ 
Dyspnea is a symptom, not a sign, andjs^ 
one of several sensations a patient may^ae-^ 
scribe. A healthy person notes the ii^creasea 
ventUation required during exercise butdo^ 
not interpret it as being particularly unple^ 
ant imless extreme. Unpleasant or - wqn|| 
some awareness that a smafi amount ox 
ercise leads to a disproportionately jla^^i 
increase in ventilation is a common tj^eA 
dyspnea, usually described as brealijl,^ 
ness or shortness of breath on exerticguJ 
high altitude, a healthy person notes a sinu 
disproportionately large increase «\V^^^ 
tion resulting from exertion and finds itg 
iting but usually not otherwise unpleasant 
Other sensations include awareness.o^ 
creased muscular effort required to eXP? 
the chest during inspiration or to expe^: 
from the lungs, sensations of fatigue 
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